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CLAIMS : 

1. A process for making a ^pharmaceutical composition 
suitable for delivery through mucosal membranes 
comprising: 

5 a) preparing a pharmaceutical agent composition in 

micellar form in an aqueoui medium which has an alkali 
metal salicylate in a concentration of from l to 
10 wt./wt.% of the aqueous micellar pharmaceutical agent 
composition, an alkali medal C8 to C22 alkyl sulphate in 
10 a concentration of from 1 to 10 wt./wt.% of the aqueous 
micellar pharmaceutical adent composition and a 
pharmaceutically acceptable edetate in a concentration 
of from 1 to 10 wt./wt.%/of the aqueous micellar 
pharmaceutical agent composition; 
15 b) slowly adding the micellar proteinic pharmaceutical 
agent composition, whil«£ mixing, to at least one 
absorption enhancing expound, while continuing to mix 
vigorously, said absent ion enhancing compounds being 
selected from the grM consisting of lecithin, 
20 hyaluronic acid, phaAif ceutically acceptable salts of 

hyaluronic acid, oct^phenoxypolyethoxyethanol , glycolic 
acid, lactic acid, ^him^ltti^_e35fefact , cucumber extract, 
oleic acid, linoleiiicj\acid, borage oil, evening of 
primrose oil. menthol',) trihydroxy oxo cholanylglycine 
25 and pharmaceutically -acceptable salts thereof, glycerin, 
polyglycerin, lysinef polylysine, polidocanol alkyl 
ethers and analogues; thereof, triolein and mixtures 
thereof, wherein the amount of each absorption enhancing 
compound is present^ in a concentration of from 1 to 
3 0 10 wt./wt.% of the total formulation, and the total 

concentration of aljkali metal salicylate, alkali metal 
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C8 to C22 alkyl sulphate, ede/tate and absorption 
enhancing compounds is less than 50 wt./wt.% of the 
formulation . 

2. A process according tof Claim 1 wherein there is an 
5 additional step of adding, /while continuing mixing, at 
least one absorption enhancing compound different to 
that added in step b) , selected from the group 
consisting of lecithin, hyaluronic acid, 
pharmaceutical^ acceptable salts of hyaluronic acid, 
10 octylphenoxypolyethoxyethknol , glycolic acid, lactic 
acid, chamomile extract, /cucumber extract, oleic acid, 
linolenic acid, borage oil, evening of primrose oil, 
trihydroxy oxo cholanyl^fL^cine , glycerin, polyglycerin. 



ly s ine , poly ly s ine , 
15 3. A process accor 
absorption enhancin 
from the group cons 
unsaturated phosph- 
phosphatidyl serin 
2 0 phosphat idylethano 
lysolecithin and 
4 . A process acc 
absorption enhanci 
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(/ein and mixtures thereof, 
to Claim 1 wherein the 
>ound in step b) is selected 
Lng of saturated phospholipid, 



lijlid, phosphatidylcholine , 
sphingomyel in i 
line, cephalip, lecithin, 
iuresVtherec 



ling to ""Claim 1 wherein one of the 
compounds is lecithin and another 
absorption enhancing compound is selected from the group 
25 consisting of hyaluronic acid, pharmaceutical^ 
acceptable salts of hyaluronic acid and mixtures 
thereof, the concentration such absorption enhancing 
compound being frim about 1 to about 5 wt./wt.%. 
5 . A process according to Claim 1 wherein the micellar 
3 0 absorption enhancing compounds comprise combinations 
selected from the group consisting of i) saturated 
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phospholipid and sodium hyalurona/fce, ii) saturated 
phospholipid and glycolic acid, iii) lecithin and sodium 
hyaluronate and iv) saturated phospholipid, glycolic 
acid and lactic acid. 

5 6. A process according to CLaim 1 wherein the 

proteinic pharmaceutical agent is selected from the 
group consisting of insulin, /heparin, so-called low 
molecular weight heparin, hllrulog, hirugen, huridin, 
interferons, interleukins , Cytokines, mono and 

10 polyclonal antibodies, chenribtherapeutic agents, 

vaccines, glycoproteins, bacterial toxoids, hormones, 
calcitonins, insulin like growth factors (IGF) , glucagon 
like peptides (GLP-1) , laa/ge molecule antibiotics, 
protein based thrombolytics compounds, platelet 

15 inhibitors, DNA, RNA, fleie therapeutics, antisense 
oligonucleotides, opi/bidb, narcotics, analgesics, 
NSAIDS, steroids, hypnotics, pain killers and morphine. 
7. A process accoxfiiti to Claim 1 wherein in step b) 
the micellar proteinic /pharmaceutical agent composition 

20 is added to lecithiij, ttitlKsonication, to form a mixed 

micellar compos itiori; /and 

\ I 

c) while continuing db mix, adding at least one 
absorption enhancing Vcbmpound selected from the group 
consisting of hyaluronic acid, pharmaceutically 
25 acceptable salts of /hyaluronic acid, 

octylphenoxypolyethfcxyethanol, glycolic acid, lactic 
acid, chamomile extiract, cucumber extract, oleic acid, 
linolenic acid, boJage oil, evening of primrose oil, 
trihydroxy oxo cholanylglycine , glycerin, polyglycerin. 



30 lysine, poly lysine 



triolein and mixtures thereof; 



wherein the amount of lecithin and the absorption 
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enhancing compound are each present in a concentration 
of from 1 to 10 wt./wt.% of the /total formulation, and 
the total concentration of alkafLi metal salicylate, 
alkali metal C8 to C22 alkyl sulphate, edetate and 
5 absorption enhancing compounds is less than 50 wt./wt.% 
of the formulation. 

8. A process according to Claim 1 wherein the 
absorption enhancing compound ie formed into a film 
prior to the addition of the/ micellar pharmaceutical 

10 agent composition. 

9. A process according Claim 1 wherein subsequent to the 
addition of the micellar pharmaceutical agent 
composition a second absorption enhancing compound is 
added, said second absorption enhancing compound being 

15 different from the absorption enhancing compound 
previously used. 

10. A process according to Claim 1 a phenol selected 
from the group consisting of phenol , methyl phenol and 
mixtures thereof are aflfled to the micellar formulation 

20 and the resulting f orm|l^tibn^Elaced in a container, and 
the container is subsefUantly charged with a propellant. 

11. A process according to Claim 10 wherein the 
propellant is selected from the group consisting of 
tetraf luoroethane , teftraf luoropropane , 

25 dimethyl f luoropropanl, hep taf luoropropane, dimethyl 
ether, n-butane and fLsobutane. 

12 . A process according to Claim 1 wherein the 
pharmaceutical agent is insulin. 

13. A process according to Claim 11 wherein the 
30 pharmaceutical agent is insulin. 

14. A mixed roiceli.ar pharmaceutical formulation 
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comprising a pharmaceutical agent in micellar form, 
water, an alkali metal C8 to C22 alkyl sulphate in a 
concentration of from 1 to 10/wt./wt.% of the total 
formulation, a pharmaceuticala.y acceptable edetate in a 
5 concentration of from 1 to 10 wt./wt.% of the total 
formulation, at least one alkali metal salicylate in a 
concentration of from 1 to Jo wt./wt.% of the total 
formulation, and at least oAe absorption forming 
compound, said absorption fbrming compounds being 

10 selected from the group consisting of lecithin, 

hyaluronic acid, phannaceutically acceptable salts of 
hyaluronic acid, octylphenbxypolyethoxyethanol , glycolic 
acid, lactic acid, chamomile extract, cucumber extract, 
oleic acid, linolenic acid, borage oil, evening of 

IS primrose oil, menthol, tJiWdJoxy oxo cholanylglycine 

and pharmaceutical ly accLfcable salts thereof, glycerin, 
polyglycerin, lysine, pJlylysine, polidocanol alkyl 
ethers and analogues th'ireof , triolein and mixtures 
thereof, wherein the a*J>unt of each absorption enhancing 

20 compound is present in la concentration of from 1 to 
10 wt./wt.% of the totil formulation, and the total 
concentration of absori)^ion enhancing compounds are less 
than 50 wt./wt.% of thi f orrotrla^ion . 

15. A mixed micellar| pharmaceutical formulation 

25 according to Claim 14, in which one of the absorption 
enhancing compounds is lecithin. 

16. A formulation according to Claim 14 wherein the 
alkali metal C8 to C22 alkyl sulphate 1b sodium lauryl 
sulphate and the alkali metal salicylate is sodium 

30 salicylate. 

17. A formulation according to Claim 15 wherein the 
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lecithin is selected from the group consisting of 
saturated phospholipid, unsaturated phospholipid, 
phosphatidylcholine, phosphatidyl serine, sphingomyelin, 
phosphatidylethanolamine, cephalin, lysolecithin and 
5 mixtures thereof. 

18. A formulation according Go Claim 15 wherein the 
other absorption enhancing compound is selected from 
the group consisting of hyaluronic acid, 

pharraaceutically acceptable ialt3 of hyaluronic acid and 
10 mixtures thereof, the concentration such absorption 
enhancing compound being f r<pm ^bout 1 to about 
5 wt./wt.%. 

19. A formulation according to Claim 14 wherein the 
formulation comprises combinations selected from the 

15 group consisting of i) sodium lauryl sulphate, sodium 
salicylate, disodium edcftite, saturated phospolipid and 
sodium hyaluronate; ii)/ Jodium lauryl 'sulphate, sodium 
salicylate, disodium edejbate, lecithin and sodium 
hyaluronate; iii) sodixunf/ lauxyl sulphate, sodium 

20 salicylate, disodium eddt ate .\odium' hyaluronate and 
evening of primrose oi.ll iv) sodium lauryl sulphate, 
sodium salicylate, disodium edetate, saturated 
phospolipid and bacitricin; v) sodium lauryl sulphate, 
sodium salicylate, dislbdium edetate, saturated 

25 phospolipid, sodium hJaluronate and bacitracin; and vi) 
sodium lauryl sulphatl, sodium salicylate, disodium 
edetate, sodium hyalufconate , oleic acid and gamma .. 
linoleic acid. f 

20. A formulation according to Claim 14 wherein the 
30 pharmaceutical agent I is selected from the group 

consisting of insuliil, heparin, so-called low molecular 
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calcitonins, insulin like 
>n like peptides (GIjP-1) , 



weight heparin, hirulog, hiruden, huridine, interferons, 
interleukins, cytokins, mono knd polyclonal antibodies, 
cheraotherapeutic agents, vaccines, glycoproteins , 
bacterial toxoids, hormones, 

5 growth factors (IGF) , glucagj 

large molecule antibiotics, brotein based thrombolytic 
compounds, platelet inhibitors, DNA, RNA, gene 
therapeutics antisense oligonucleotides, opioids, 
narcotics, aixalgesics, NSAJjfcs, steroids, hypnotics, pain 

0 killers and morphine. 

21 . A formulation according to Claim 14 wherein the 
pharmaceutical agent is irisulin. 

22. A formulation according to Claim 21 in which the 
absorption enhancing compounds are lecithin and a second 

5 absorption enhancing compound selected from the group 
consisting of hyaluronic j acid, pharmaceutical ly 
acceptable salts of hyaljiror^ic acid and mixtures 
thereof ♦ 

23 . A formulation accoj 
10 formulation additional 

from the group consistji^j 
mixtures thereof . 

24 ♦ A formulation ac<|:< 
formulation is contain 



[ding to Claim 14 wherein the 
comprises a phenol selected 
of phenol, methyl phenol and 

iin& to Claim 23 wherein the 
in atx aerosol container and the 



25 container is charged with a propellant ♦ 

25. A formulation according to Claim 24 wherein the 
propellant is selected from the group consisting of 
tetraf luoroethane , tetlraf luoropropane , 
diroethylf luoropropane J heptaf luoropropane, dimethyl 

3 0 ether, n-butane and isobutane. 




